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Background:  OxLDL accumulates in atherosclerotic plaque, and triggers adhesion molecule expression. We hypothesized that repeated exposure 
to OxLDL may render endothelial cells resistant to actions of OxLDL, and a change in adhesion molecule gene expression at epigenetic level might 
be the basis of this phenomenon.
Methods:  Human umbilical vein endothelial cells (HUVECs) were exposed to OxLDL, and adhesion molecule gene expression and gene methylation 
in subsequent passages of OxLDL-treated cells examined.
Results:  Initial treatment evoked a OxLDL dose-dependant increase in the expression of PECAM and VCAM-1 genes and an increase in global 
methylation (p<0.05). While untreated cells maintained responsiveness to OxLDL in subsequent passages, cells previously exposed to OxLDL 
exhibited attenuation of PECAM and VCAM-1 gene expression upon repeat exposure (P<0.05). These alterations were accompanied by enhanced 
methylation of promoter region of VCAM-1 and PECAM-1 genes ( P<0.05). Treatment of cells with LOX-1 antibody prior to initial OxLDL treatment 
prevented both gene-specific promoter methylation changes and gene expression changes to repeat OxLDL challenge (P<0.01).
Conclusion: Prior exposure to OxLDL induces resistance to adhesion molecule gene expression, and that this effect is based on the altered 
methylation of promoter regions of genes responsible. Importantly, blockade of LOX-1 can reduce trans-generational methylation of promoter regions 
and resultant leukocyte adhesion. 
